Background: Demographic change concurrent with medical progress leads to an increasing number of elderly patients in intensive care units (ICUs). Antibacterial treatment is an important, often life-saving, aspect of intensive care but burdened by the associated antimicrobial resistance risk. Elderly patients are simultaneously at greater risk of infections and may be more restrictively treated because, generally, treatment intensity declines with age. We therefore described utilization of antibacterials in ICU patients older and younger than 80 years and examined differences in the intensity of antibacterial therapy between both groups.
Background
Severe infectious complications such as sepsis are common and increasing in critically ill patients in intensive care units (ICUs) [1, 2] . Concurrently, the rising prevalence of multiresistant organisms in ICUs forces clinicians to use antibacterial combinations and agents of last resort for management of such infections, thereby further fostering antimicrobial resistance development [3] [4] [5] . Antibacterial therapy thus places intensive care physicians in a worsening dilemma of providing adequate therapy for the individual while considering not only the good of the single patient but of the whole ICU [6] . This conflict especially applies to older patients who are on the one hand at greater risk for developing infections [7] and on the other hand may only experience limited benefit from aggressive therapy, especially at the end of life [6, 8] . Elderly patients may consequently receive a disproportionately large share of antibacterials and thus are a group of interest upon which to focus antibacterial utilization improvement activities, such as antibiotic stewardship programs. By contrast, general treatment intensity in ICUs declines with advancing age [9] [10] [11] [12] [13] , although it is acknowledged that age alone should not be decisive for this [7, 9, 14] . These conflicting treatment tendencies make it unclear if current utilization of antibacterials in elderly ICU patients differs from that of younger ones. This question is of increasing importance given that the proportion of elderly patients requiring complex care is predicted to rise due to the demographic change [11, [15] [16] [17] [18] . To the best of our knowledge, however, no studies have yet investigated differences in antibacterial therapy in older compared to younger ICU patients. Moreover, previous antibacterial drug utilization studies in ICUs have focused on total antibacterial consumption or impacts of antibiotic stewardship programs, while data quantifying antibacterial therapy based on individual patient data are scarce.
In this study we therefore compared antibacterial therapy in adult ICU patients above and below 80 years, a cut-off applied previously for studies in this setting [8-10, 13, 15, 16, 18] . We hypothesized that in our ICU elderly compared to younger patients more often require antibacterial treatment. In addition to all antibacterials we also separately assessed different antibacterial drug classes to detect potential differences in local therapy patterns between the two age groups, and to reveal differential utilization of antibacterials in our ICU associated with high resistance risk. Because in our ICU both patients with urgent and no need for antibacterial treatment are treated concomitantly, we accounted for this situation with adequate analytical methods.
Methods

Data source and cohort definition
The data used for this study were extracted from the patient data management system (IntelliVue Clinical Information Portfolio, Philips, Eindhoven, Netherlands) of the Department of Anesthesiology and Surgical Intensive Care Medicine at University Hospital Mannheim, Germany. The same data source has been used previously [19] . The available data consisted of anonymized electronic medical records on patients treated in our 26-bed surgical ICU from April 2006 to October 2013. Consistent with our aim of including the whole ICUpopulation during the study period in our analyses, the cohort was defined as all valid admissions of patients aged 18 years or older with known sex and age and a minimum stay of 10 min. Follow-up started on ICU admission or the beginning of electronic records, whichever was earlier, and continued until the earliest of discharge, death in the ICU, or end of available data. Though patients could be admitted more than once to the ICU during the study period, we refer to individual admissions as patients. Age was categorized into < 80 and ≥ 80 years.
The referring department of each admission was extracted. We additionally analysed microbiological test results of blood cultures and bronchoalveolar lavages from all patients in the ICU between 26/03/2007 and 31/12/ 2013 to establish time trends in bacteria isolated on our ward. In excluding other samples, such as routine admission swabs, we focused on results with relevance for antibacterial treatment. Furthermore, the Charlson comorbidity score [20] was determined from ICD-10 codes from administrative hospital discharge data [21] for all patients with indicator for treatment in the ICU during the study period. However, as there was no individual linkage to the electronic medical records of the ICU, this information served for comparative description only and could not be included in the analyses on antibacterial treatment.
Antibacterial exposure and treatment measures
Entries of antibacterials in the electronic medical record during follow-up were identified and categorized into antibacterial drug classes according to the WHO Anatomical Therapeutic Chemical Classification System (ATC). The following classes were administered: tetracyclines (J01AA12), penicillins (J01CA01, J01CA04, J01CA10, J01CA12, J01CF04, J01CF05), cephalosporins (J01DB04, J01 DC02, J01DD01, J01DD02, J01DD04, J01DE01), carbapenems (J01DH02, J01DH03, J01DH04, J01DH51), macrolides (J01FA01, J01FA09), lincosamides (J01FF01), aminoglycosides (J01GB01, J01GB03, J01GB06), fluoroquinolones (J01MA01, J01MA02, J01MA12, J01MA14), glycopeptides (J01XA01), imidazoles (J01XD01), and oxazolidinones (J01XX08). In addition, some other antibacterials were administered which do not belong to one of the aforementioned classes (colistin (J01XB01), fosfomycin (J01XX01), daptomycin (J01XX09), and rifampicin (J04AB02)). The 368 records for these were only considered in analyses of all antibacterials.
There are several possibilities to measure antibacterial exposure and consumption, all of which have their advantages and disadvantages [22] [23] [24] . In addition to defining patients with at least one record of any antibacterial during their ICU stay as exposed patients, we used three antibacterial utilization measures (Additional file 1: Figure S1 ): (1) Antibacterial prescriptions represented individual entries of antibacterials in our electronic patient record. These comprised separate doses, e.g., infusions or flow rates of syringe pumps. A patient could therefore have multiple entries of the same antibacterial on a given day depending on how the daily dose was split up. Consequently, ranking and comparability of prescriptions between classes is limited. We therefore also analysed (2) antibacterial therapy days, defined as days in which antibacterial prescriptions of one or more particular classes were recorded. If a patient received antibacterials of two or more different drug classes in one calendar day, two or more therapy days were counted. Thus, this measure reflects both combination and change of antibacterial classes and mainly served for illustration of time trends in treatment complexity. Finally, we defined (3) exposed patient days as calendar days in which at least one antibacterial agent, irrespective of the class, was administered, i.e., at least one antibacterial prescription was recorded. This measure, relative to days of patient stay, allowed calculation of antibacterial exposure rates. A calendar day in which a patient stayed at least 1 min in the ICU was defined as a patient day. Consequently, a patient could have more antibacterial prescriptions than therapy days and more therapy days than exposed patient days.
These measures were determined for all patients and all antibacterials. In addition, all antibacterials excluding the macrolide erythromycin due to its nearly exclusive off-label use as a prokinetic agent in our ICU were quantified accordingly. Furthermore, exposed patient days were counted for all antibacterial drug classes separately. Macrolides were analysed both with and without erythromycin, with clarithromycin being the only other macrolide administered to our cohort. In the category 'all antibiotics' and 'all antibiotics except erythromycin' the abovementioned other antibacterials not belonging to one of the drug classes were also included.
Cofactors
The respective age group was the main covariate of interest. In addition, we included the patient's sex, the year of treatment, severity of the acute illness as expressed by the Simplified Acute Physiology Score II (SAPS II) [25] , as well as the Therapeutic Intervention Scoring System (TISS) [26] assessing intensity of patient care as adjusting factors in the analysis. As usual in German ICUs, a simplified TISS-score is recorded in our electronic patient record which contains the ten most intensive therapeutic measures ('TISS-10'). SAPS IIscores were re-calculated by subtracting the points contributed to the overall SAPS II-score by the age category to allow comparability of actual severity of acute illness between the age groups [10, 12, 13, 15] . For every patient the means of available daily SAPS II-and TISS-10-scores of a given admission were calculated. Missing scores were set to 0, i.e., for SAPS II parameters normal values and for TISS-10 no interventions were assumed.
Strategies for addressing potential confounding
The statistical models were adjusted for the abovementioned cofactors to minimize differences in disease severity or other characteristics impacting infection risk between the age groups that are potentially associated with antibacterial treatment (potential confounding). These cofactors mainly reflected acute disease severity and intensity of therapeutic measures received by the patient. The SAPS II-score, however, additionally considered metastatic malignant tumours, haematological malignancy and AIDS and thus also served as a rough surrogate for significant chronic comorbidity. Our models did not include the treatment indication, i.e., the type of infection and causative bacterial agent. They were not adjusted for individual chronic comorbid conditions affecting infection risk, such as diabetes, and immunocompromised states, e.g., due to drug therapy. The models also contained no information on body weight, smoking, or alcohol intake.
Statistical analysis
We examined differences between medians (due to skewed distributions) and frequencies for basic cohort parameters for all patients and both age groups with Mann-Whitney-U-tests and Pearson's Chi 2 -tests respectively. We used standard Poisson regression to calculate the rates of exposed patient days (numerator of rate) per 100 patient days (denominator of rate) with 95% confidence intervals (95%CI) for all patients and for each age group separately. Furthermore, we calculated rate ratios for patients aged ≥80 compared to < 80 years of age yielding exposed patient days for patients ≥80 per 100 exposed patient days for patients < 80 by using zeroinflated Poisson regression. We chose the zero-inflation model since most patients of our cohort did not receive any antibacterial treatment and so had zero exposed patient days, i.e., there were excess zeros in the data.
The rates and rate ratios comprise the whole study period and were calculated for all antibacterial drug classes, all drug classes except erythromycin and for each drug class separately. The rate ratios were both unadjusted and adjusted for the patients' sex, mean SAPS II-and TISSscore, and year of treatment. As a sensitivity analysis the subgroup of patients with more than 48 h of ICU treatment was described and analysed in the same way, with erythromycin excluded from the exposure definition. The analyses were conducted with SAS 9.4 (SAS Institute, Inc., Cary, NC).
Results
Of 17,464 valid admissions to our ICU between April 2006 and October 2013 the majority were male (57.1%) and 2640 (15.1%) belonged to the age group of 80 and above (Table 1) . Mean age was 63.8 ± 16.3 years and the median length of stay 0.9 days (interquartile range (IQR): 0.8-2.6), with a higher median of 2.8 (IQR: 0.8-8.3) in the 1448 (8.3%) non-survivors. Slightly more than one third had at least one valid SAPS II-and TISS-10-score (36.3%). The median of the means was 20.1 (IQR: 13.3-28.9) for SAPS II without age-points and 9.7 (IQR: 5.0-12.5) for TISS-10. Patients with a SAPS II-and TISSscore contributed to 72.2% of total patient days. Most admissions of the cohort and in young patients were neurosurgical, whereas older patients were most often transferred from orthopaedics (Additional file 1: Table  S1 ). For all ICU patients the median Charlson score was 2, (IQR: 0-3) with higher scores in old compared to young patients (median 2, IQR: 1-4 vs. median 2, IQR: 0-3, p < 0.0001).
About one third of patients were treated with antibacterials during their ICU stay (Table 1) . Of these, an even larger proportion than in the full cohort was male (64.6%) and younger than 80 years (87.5%). Mean age was thus slightly lower compared to the whole cohort (62.4 ± 16.2 years), whereas length of stay (median 2.2 days (IQR: 0.9-8.7) was greater. While in the full cohort the proportion of females in patients aged 80 or above was larger than that of males, only about half of the elderly patients treated with antibacterials were female.
More than 190,000 antibacterial prescriptions were recorded for all patients during the study period (ca. 140, 000 when excluding erythromycin), for which penicillins accounted for the most (Table 2) . This is likely due to predominant administration of the penicillin class member piperacillin with syringe pumps, for which frequent records are created. In contrast, the largest number of exposed patients received cephalosporins, while most exposed patient days were observed for macrolides (predominantly erythromycin).
In patients 80 years and older the largest proportion was exposed to cephalosporins, imidazoles and penicillins, in the younger group the largest fraction of patients was exposed to cephalosporins, macrolides and imidazoles. Antibacterial prescriptions, however, were mostly recorded for penicillins and macrolides in both age groups. Penicillins, followed by imidazoles and macrolides, accounted for the most exposed patient days in elderly patients, whereas younger patients were by far most often exposed to macrolides, cephalosporins and carbapenems. Tables S3 and S4 ). In this group, only 59 or 1.2% had neither SAPS II-nor TISS-scores. For all antibacterials there was no overall time trend in treatment intensity and no difference in comparative treatment intensity for the age groups over time as both the year and interaction of year and age did not reach statistical significance in the zero-inflated Poisson model. This is congruent with positive microbiological test results from blood cultures and bronchioalveolar lavage. Their number increased steadily during the study period, but the most common infectious agents were consistently identified as Staphylococci, E. coli, and Candida albicans (Additional file 1: Table S2 ). Treatment intensity was slightly lower, however, for female compared to male patients (adjusted RR 0.96 (95%CI: 0.93-0.98)).
While the proportion of patients aged ≥80 years remained stable during the study period at around 15% in our ICU (Fig. 1) , in both age groups the number of exposed patient days increased relative to 100 patient days. There was an even greater increase in antibacterial treatment days relative to patient stay, reflecting increasing complexity of treatment. Except for the years 2007 and 2008 the same trends were observed for both age groups, although the rates for patients < 80 years were consistently higher.
Discussion
During the study period about one in three admissions to our ICU received antibacterials and one in eight was 80 years or older. Antibacterial prescriptions, antibacterial therapy days and exposure rate to antibacterials were all lower in older compared to younger patients. However, alongside high-risk patients our ICU admits patients for routine post-surgical surveillance with low infection risk who are predominantly elderly and contribute numerous person days free of antibacterial exposure. We therefore accounted for the baseline probability of antibacterial treatment with zero inflated Poisson regression. The resulting adjusted exposure rate ratios indicated no difference for all antibacterials, i.e., global treatment intensity was comparable, for most antibacterial classes there was even evidence for higher treatment intensity in elderly patients. Fig. 1 Time trends of exposed patient days and treatment days by age group, and percentage of elderly patients in the ICU cohort. Proportion of patients aged ≥80 years from a German 26-bed surgical ICU based on 17,464 admissions from April 2006 to October 2013. Antibacterial treatment trends are reflected by the fraction of therapy days (sum of different classes of which antibacterial agents were administered in a day) per 100 patient days and exposed patient days (days of ICU stay in which at least one antibacterial agent irrespective of the class was administered) per 100 patient days Based on exposure rates, the most often used classes in our ICU during the study period were macrolides, cephalosporins, penicillins and carbapenems. Ignoring macrolides -predominantly erythromycin used off-label as prokinetic agent -our findings are consistent with other studies reporting β-lactams as most often used, with penicillins in a French [27] and a German ICU [28] , and highest consumption of cephalosporins followed by penicillins, carbapenems, and fluoroquinolones in Swedish ICUs, [29] . In a Spanish multi-centre study also β-lactams as a whole, carbapenems, and fluoroquinolones were most widely used [30] .
In contrast to our findings, previous studies on mechanical ventilation have revealed less aggressive therapy and less ICU admissions for the elderly even after adjustment for disease severity [9, 10, 12, 13] .
The discrepancy between observed and adjusted comparative antibacterial exposure can be reconciled as both results representing different aspects of the antibacterial treatment process, with the former reflecting treatment decision and the latter treatment implementation. Our results thus suggest there is no differential treatment of elderly patients once the treatment decision is made. The decision for treatment initiation, however, appears to be dependent on age or factors strongly associated with age. This includes the association of age with both a low treatment need, particularly in patients admitted for short-term routine post-surgical recovery, as well as with a decision against treatment. The greater difference between observed exposure rates in old and young patients regardless of treatment duration compared to rates from those with > 48 h of treatment supports that the first scenario was probably true for a significant proportion of old patients. Unfortunately, information on life-sustaining treatment limitations was not at our disposal to distinguish both scenarios definitively. We expect that younger and older patients with a priori explicit strong wish not to be aggressively treated are unlikely to be admitted to our surgical ICU. However, information on treatment preferences is often not sought before ICU admission [31] , but, as varying by centre [32] , may concern a significant proportion of elderly [33] , potentially leading to a lower treatment probability for elderly in our study. Indeed, given their higher mortality in our ICU, for elderly probably more often the question arose whether life-prolonging therapy was still useful and in the patient's interest [6, 8] .
The lower treatment intensity in female patients may reflect sex-specific differences in infectious disease incidence but also differences in treatment implementation due to other causes. While some studies report contradictory results on differences in general treatment intensity in ICUs [34] [35] [36] [37] , Nachtigall et al. [37] did not find sex-based differences in antibacterial therapy in a sepsis cohort.
To our knowledge no previous study has explicitly focused on age-dependent differences in antibacterial therapy in ICU patients. Instead of aggregated data often used for antibacterial drug utilization studies we analysed patient-level data. We could thereby account for potential confounding in the age-group comparison by considering individual disease severity using the SAPS II-score together with therapeutic intensity reflected by TISS-10. Our findings of an at least comparable antibacterial treatment intensity in older ICU patients were confirmed in analyses restricted to patients with > 48 h of ICU treatment, who can be considered as high-risk for infection. This supports use of the zero-inflated Poisson model for all patients which facilitates a comparison to ICU-wide descriptive antibacterial utilization data. Moreover, this suggests general utility of this method for situations when a two-stage treatment process is likely but restriction of analyses to a subgroup with high treatment probability is not desirable or possible.
Our results provide a snapshot of antibacterial utilization in the ICU setting, treatment indication, however, was unknown. A distinction between ICU-imported and ICU-acquired infections was also not possible and the fraction of empirical antibacterial treatments is unknown. However, as the vast majority (83.3%) of patients treated for > 48 h received antibacterials within their first 48 h, a significant proportion of infections present on admission or soon thereafter is likely. Moreover, as our results reflect a single surgical ICU in Germany their generalizability is limited. Infectious disease incidence and infectious agents expectedly vary in other intensive care settings, such as neurological or cardiac surgery ICUs, and the difference between age groups may vary accordingly. In addition, antibacterial prescription practice can already differ between ICUs of the same country [24, 29] . Conclusions beyond German ICUs should be drawn even more cautiously since health care systems and services vary substantially across Western Europe and North America [38] . This variation also affects the ICU admission process [39] . Triage decisions lead to selective admission of elderly expected to benefit from admission who are likely more often treated than elderly refused ICU admission. It is unknown if our local triage was more or less restrictive than elsewhere and information on refused patients was not available. Thus, interpretation of our results requires consideration of the fact that they are only based on patients admitted according to local decision practice. Nevertheless, in addition to the cohort characteristics, the information on referring departments and microbiological isolates from our ICU provides some context for external comparisons.
While a binary age classification facilitated a simple interpretation of the exposure rate ratios, in further studies a greater number of age subgroups should be investigated, e.g., as previously defined as young-old (65-74 years), oldold (75-84 years), and very-old (> 84 years) [40] . Moreover, future investigations should include information on potential confounders such as antibacterial treatment indication and individual comorbidity, particularly diabetes and malignant diseases, immunosuppressant medication, as well as body weight, smoking and alcohol intake. A possible time-dependency of the treatment difference in the age groups based on length of stay should be considered. Future studies should also distinguish ICU-imported and ICU-acquired infections.
Conclusion
In our surgical ICU elderly patients were less often treated with antibacterials than patients younger than 80 years. In those likely to be treated, however, intensity was at least similar in older compared to younger patients. These findings support differentiation between age as a factor for treatment decision and treatment implementation. This requires confirmation in studies from other surgical and non-surgical ICUs, which ideally should include data on treatment indication.
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